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MEHORANDUH 21-May-1982

OFFICE O
PESTICIDES &AM TDK!C SHOSTAMCES

TO: » Robert J, Taylor, PN 825
Registration Division {T5-767)

SURJECT PP $16G2502, FAP #1H5206 (Dicamba) and )
PP #16G2519, PAD H105309% (Chlorflurenol) Bxperimental
Use on Cotbton=Caswvell #1924 and #295

v, a *
FROM: Stephanie aAapril, Ph.D. &g:{ﬁuﬂ%bb CXG“*Q
Toxicolegy Branch/HED {TS8-769) .
THRU: qwilliam Butler, Section Head [ e - *//,zé?{
Revieu Section{ﬁS ﬂﬁgz{(ﬁ””/ﬁﬂd/ e

. Toxicology Branch/HED (T5-769)

Action Requested:

A review of the submitted toxicity data for dicamba as
cutlined in R, Coberly memc of Auqgust 18, 1981.

Sponsors

Velsicol Chemical Corporation
Chicago, Illinois

Recommendation:

In consideration of the extensive Adata base both previously
revived and presently submitted and reviewed, and the very
limited exposure via diet and application, the temporary
ctolerance for dicamba is supported,

Previously Reviewed Studies:

The toxicology data base reviewed in connection with the
current action include but are not limited to those cited in
the memc of August 20, 1981, From R. Coberly (TS-769) to
R, J. Taylor (T5-767}.
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Review of New Studies From Present Submisszion:
A. Primary Dermal - Rabbit

Technical Banvel, BioRescarch Lab Ltd., Senncville, Queboc,
512663, Accession "#070030, July 15, 1980.
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Material Tested:

»

Banvel 48 ligquid in & patch.

Haterials and’Methﬂds:

Six male How Zealand Whlbke rabbilts {Oryotologus cunloulus), 3.1 to 2.6 %q
and 10 €0 13 weeks old wure individueally housed at 22 % 2°C for a Lwo-week
acelimatization period with Food {Purina Rabbit Chov 532321 and water ad
Libitwn. fhe animals were shaved and abraded in two slites. The Lost wateriasl
wag appiied to two intact and two abraded sites cach. The sites wors covercd
with g gubbey dam Ffor 24 hours abt which time the dam was yemoved and the
pxeess material wiped off. Yhe animals were obsarved Lor 9 dayss

Fach animal was pcoved {en the basis of srythemu/edemal} at each
pbsorvation perlod to enable the sstabllishment of an indivldual prisary depmal
index., Tha groop score is the mean of the individual scores.

Re sultas

The averags score was 3.7/8.0. Bobh edema and erythema were sstablishad
in 24 hours. EBdema disappeared in 5/6 apimals In 5 duys while srythama
digappeared in the same 5/6 animsls in 7 dayvas. Only a slight difference wasg
observed bebween abraded and dnbact sights.

Banvel 45 Liguid is a mild dermal frritant in albinu rabbits.

Classification: Core Hinimim

Toxicity Categorys IV -

HB. Primary Eye Jrritation -~ Rabbit

Tachnical Banvel; Bio-Research Lab Litds, Senneville; Dusbes, §12662,
Checession $070030, July 18, 1980,

=

Haterial Tested; Banvel 48 liguid

Haterials and Methoda:s

Nine male New Zealand White rabbits {Uryctologus cuniculus), 2.0 teo 3.9
ke, and 10 to 13 weeks old, were used. The test anlmals were housed
individually at 22°C + 2"C for a two weesks and fed Purina Rabbit Chew 5322
and water ad libitum,

<
"

The animals wers randomlzed by a Cosputer number generstor. Three animals
ware lnitially examined for corneal injury by the use of thes fluoresceln dye
procedure:, Group I consisted of 3 animals whose eyer were Irxigated while
Grovp IT had 6 animals with umwashed syes. *

" )
®
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The test materisal was administercu once at 0.1 ml of the undiluted Banvel
45. 'The scoring, according bo the method of Dralze, was done at 24, 48, 72
and 96 hours and 7, 10 and 13 days.

paaultsz

Irvigated group: HMild to moderate erythema of the palpebral conjunctiva
with moderate perlorbital discharge. Mild transient corneal opalescence.

Hon=irrigated qroup; Mild to moderate corncal opalescence over 50 to 100%
cornen; moderate eyelid eryvihema of the palpebral conjunctivae, wodorate
ayelid edema and periorbital discharge. BRLL but one animal recovered in ¥
days.

Cone lusiona;

Banvel 48 can be considered a mild to moderate oculér irr.tant in male
albine rabblits from thiz data.

Classification: Core Minimum

Toxiclty Category: IXIT

C, Subchronic 2i-day Dermal 4in Rabbits

1« Technical Banvel, IRDC $1683-620, Accession No. Q70030, Octoher 3G, 1975.

Materlal Tested:

Technical Banvel 48 Liguid

®

Material and Methods:

s, Sixteen male and female New Zealand White rabbits, 1.8 to 2.5 kg, were
housed indiyidually at constant temperature, humidity and light with food and
*water ad libitum for two wecks prior to initiation of the study. During this
incubation period Triple Sulpha {0.11% te 6.02%) was administered in drinking
water ag & Jdisease preveation moasure. ’

The animals were divided into treatment groups using a computer-generated
random number table.

Dose Banvel Val.
Hg/Xg/bay ML/Kg No. Rabbits
1 E
2.1 [0.89% Wagy) 4
0.08 4
0.42 1
210 ‘ 4
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dhe test mateiblal wes applied with a syrelnge and spread svanly with o
glass yod over the clipped dorsal area of the body for G-hours per day, b days
per’ week foy thres weeks. AL the § hour exposure time wach day, bthe excass
waterial was vemoved and che dermal drrivation seoreds

flood gamples prior o besling and at J woeks wore used for hemstoloyy
blood chemistry. Urlpalysis wes also donug,
Results:

@
.

Bight apimals died on test including two contzols, 7 at bOD wg kg /day and
4 ar 2500 mgskgsday  Some of the antanmorten ohservations of the controel and
500 mg/kg/day included distended abdomen, anovewia, diarrhes, hypoactivity,
and cyanosis. The treated animals that died ow bast at 500 and 500 mg/hy/day
warn nbaserved 2o have nasal discharge, avaxia, debydration and loss of
righting reflex.

3

Permal irvitation was observed in all treated groups from very slight
arythema and edema at 100 mg/kg/day to moderate odema and erythema at 2500

-

my Skg/days s

Only the 2500 mg/lkg/day females had a statistically signilicant dliference
1n mean body weight loss {rom the vontrols. This group also was the only
group whore there wai a decrease in hemoglobln condantraridn and a fotal blood
protein degreage.

There were no other henatology, blood chenlstry or urinalysis effects in
this study. :

Lonclusion

Ko compound rolated changes were seen in general behavior and appsarancs,
bicchemical studies and urinalysis.

Clagsification: <Core Hindmim

2 ‘Technicaf Banvel, IRDC, #163-61l8; hooession No. OT0030, hugust 22, 1979,

s S

Matoerial Tested:

Teclinleal reference standard Banvel 86.8%, Lot 52625L10.

Material and Hethodlds:

Refer 16 previcus study described above. The protocol is exactly the sams
Fur this study as IRDC #163=520.
. Fegults:

%
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Savan rabbits from contyrol and test groups dled or wera sacrificsd in .
extremls during the study although these svents were nof consldexed toiapound
retatod,

ere wzre ao Banvel related changes Ln gencral bshavior, appeardancse, body
welght, or in bplood and urine analysis. At the low dese (100 mg/kyg/dayl,
exythema was slight in intact and slight to moderate in abraded asimals in
weeks 2 and 3, There was also slight edema, atonla, desguamaticn.
coriaceousness and fissuring.

At 500 mylkysday, the exythema in the 2nd week was moderate, subalding to
slight bo very slighb, f%he edewa and sbher effects were slight te moderate in
the intect and modervate in the abraded.

Ar 2500 mg/kyg/day, the erythema wap moderats to severe while the othex
akin cffects were siight to moderate.

Thare were no compound related gross pathology lesions in Lhe taist
animals, 7The histopathologlcal examinatlion rewealed only skin lasions., There
were po significant organ welght chanwes. '
Conclusiong:

Dermal applicaklion of Banvel results only in skin toxiéity-

Classificationrs Core Minime . s

D.  Bubchronic Oral Toxicity

Technical Banvel {(Dicambal, I&DC, #L63«671l, Accession No. 070030, November
11, 1980. 13-week Oral Toxicilty in Rats. MRID 00128093,

@

Material Tested:

» Technical Banvel 86.B2%, Beilge Chips, Lot No. 52625110

ﬁa;erial and Methods:

This study follows a 4-week pilot study in rats using dietary €vsage
levels of 5000, 7500, 10000, 12500 and 15000 vppm in 5 males and S females ak
gach level. Based on the results of this study, a 13~Weck Dietary Toziclity
Study in rats was done on 20 male and 20 femals rats at each of the following
dosages: 100U, 5000 and 10000 ppm and O ppm.

The rats used were Charles River CD {111-164g) which were preconditioned
at controlled temperature, humldity amd light in individual cages and
maintained with ad libitws vater and Ralston Purina Redent Chow #5002..

" The animals were observed twice dally for appearance, behavior, mortality,
body waight aid food consumpticn. Clinical tests, including hematology.
biochemistyy and urinalysis, wers performed’

* *
-

5
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At termlaation of e svudy pathologleal swaminstion zonsisted of HOsh
pathology, organ welgh o and hlstopathology, .

2

Bopultyy

In the range findl g study, there was impaired mability in the hind .
eatrenitlien fn one anionl 58 12,500 pow and in 7 rabs ab 15000 ppte The body
owalaght gaing and Tood Camsumption were pligiely reduced ab L3500 ppmy and
noderately reduced at T 2,508 and 1%, 000 e when comparad with conbrel et

There was ne morbality,

In the 13-waok feeiing sbudy thore was wo voppound yelated elamyen in
gunaral bebavior and » posrsnoo. Thrves fewale rabs dind on sbudy {ons

sontrol, one mid-dose  nd ope blgh-dosz)s There waz a siight deorsase i .
comparabive body welgl: gains and food consweptiog at LO00U pow varsus

annh There were o gross lesiens oe oroan wight variations fw bhe

treated groups. Thorn win an absenoce op reduction of oyboplaswic veovslation *

fm&mmmmﬁ%%ﬁﬁ&%ﬁmﬁﬁﬁﬁﬁﬁﬁﬁ&@%;ﬁm&@zﬁ- 4 ppn Loy stemic) )

AN
Elaggificetion: *Cors - inimum .

By Ohronio Btudy, :;zf{a;{{;ﬂ MW££3§°
% f \ ‘: -
Teehnical Banwval, 5%?,§3§$9w1ﬁ13§§ ddeponth ohronle oral toxleiby shady in
Chavies Blyey {01 WioMay 16, 1280, apd Haveh 30, 198l. Avcossion No.
4700310,

% %N s R

3

Thin study is an ¢ walidoated I shudy whioh cannot be utiidensd gt this
Lhing.

¥ Hetabolism

ie Toohnical Dicasba, Dilkbeibution and Exerstioa in Raks, by Badiotracer
Teohnlgue, R.Tye ¢ od Engle, Dk, de Agr. Pood Chems, 1%, BIV-840 (19067},
fuoassion HNo. 070018, 1057,

Makerial Tested:

*

o faboled in oartonyl position Dicamha 9E% pare.
Habbodyy

Growps of 4 malez and 8 femalog per dose of Chazles River OO sabs {6
monkhal recoived a sivgle oval doss {0.1 oy G.93 gnshyl in peanut ofl L
tsophageal Intubation. The rabs were sacrificed b dntervals ranging from one
hour to 72-hours afber douing, Tiesues, urine and Rlood WErs setained for
subsegquant snalyels.

»

: One malds and ope Pasele Charles Hiver €0 vat, ¥ monthe old, receivad a
#ingle injection subs zanecusly of o' laheled Dicambs.  The ravs wore
sacriticed st 72 houri. Urine ane feces warg retalned for anslysis.

* ¥
s

&
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Groups of 5 mele and 5 female rvats boused dn individual metabolic cages
were fod €14 labeled Dicamba at 10, 100, 1000, 10000 and 20000 ppm for 24
days, Rats were gacrificed ac 1, 3, &, 13 and 24 days. "Tissues and excreta
ware retained for analysis.

Rgsults:

Excretion of intact dicamba and the glucuronida of dicamba was neorly 1008
when administration was by dermal applicatlon or subcutaneous injection.
Dietary Ingestion resulted in 96% urinary excretion in 48 hours and 4% via the
frces. Fairly equal tissue distribution ccourred intrially bub Llssue levels
did not persist beyond a few lhours indicating neo bloaccumulation.

Classification: Core Minimum

2. Technical Dicamba, Metabolism in Ratsg, Whitacrs, D.M. and L.I. Dlasz,
hocesslon No. 870030, Envivonmental Sclences, 1976, #4B00648-1.

Haterial tested:

S

cld dicamba

Hethod: "wo female Holtzmen rats, 176 g housed in individuwal mebabolism cages
after a single oral doac of dicamba. Urine and feces were,analyzed.

Repulbs: 88% of the unchanged dicamba was excreted in Bhe urine in 96 hours.

2-3% wag eliminated in the fecas. "The tissues and COa were not analyzed.

Clagslfication: Supplementary

3. Pechnical Dicamba, Metabolism in Mice, Rats, Rabbits and Dogs, L.I. Diaz
and D. Niatschomann, Environmental Sciences, Velsicol #4B0068-3. !
Accession #070030, 1980.

Material Tested:

»89% pure dicamba -4

Hethods :

Six Sprague Dawley albinc raks, 320~349 g, housed individually, were
administered a single oral dose of 102 mg/ke radiolabelled dicampa. Fourx
Swise albino mice, 26-38 g, received a sinyle oral dose of 89 mg/kyg
‘¢l4=gicamba., Four New Zealand white rabbits, 2.0-2.138 kg, were given a
gingle oral dose of 100 mg/kg cl4 dicamba. Five baagle dogs wsighing B.7 to
13 kg received 8B.2 mg/kg cl4 dicamba. Each species had a control animal

. recelving only the vehicle. A1) animals were fasted 8 hours for rats and mice
and 12 hours for rabbit and dog prior to dosing by cral intubaticon. BAnimals
were sacrificed at 16 and 96 hours. Blood, urine, feces and tissues wors
collected and analyzed. %

ED_005172C_00001356-00007
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Aesults

' Host of the unchanged dlcamba was celiminated in 16 hours In the urine of
all four specles - 90% in four dayss, Feces elimlnation accounted for 0.6%
dogs, 2.5% rats and rabbits and 9% in mice, Emall amcunts of O-demethyleated
dicanba was also found in the axcretlons.

Clagsification: Core Minlmum

4., Technical Banvel, Mctabolism in Daliry Cow, 5t. John, L.E. and Lisk, D.Jd.,
Cornell Pesticide Resldue Laboratory, J. BDoalzy Sci. 52{3)392 {1956Y9).
Accession Ho. 070030,

Makerial Tested:

A Holstein cow was dosed with & ppm Banvel dally for fiv& days. Milk,
urine amed fagos were collocted dally for analysis.

Resultbs:
73% Intact Danvel was excreted in the urine in 7 days. Ho residues were
detaected in the feces and milk. .

Classification: Supplementary *

5. Technical Banvel, Metabollsm in the Lactating Cow, Oehler, D.D. and Ivie,
G«¥W.y JI» Agrics, and Food Chemistrv, Vol. 28, July/hug. 1980. hccession
No. C70030. .

Material Tested: ' Radiolabeled Dicamba cl4

Haterial and Methods:

A 41l ky lactating Jersey cow was administered 450 myg cld ac 12 hours
incvervals 11 times, equivalent to 2.2 mg/day and 60 ppm. Urine and milk were
collected for analysis as were feces and tissues on sacrifice.

Ragilbs s ;

In 5 days, B9 label was excreted in the urine, 1.5% in the feces and 0.02% lIn
the milk. Only very low levels were found in the tissues. HNo retention of
the dicamba was found.

Clagsification. Supplementazy
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